Primary diffuse cutaneous plasmacytoma: when a correct clinico-pathologic approach is mandatory for the patient's health ଝ,ଝଝ
Dear Editor,
A 76-year-old woman presented with multiple purplish plaques located on the arms (Fig. 1 ), deltoid region, elbows, wrist, mammary region, and legs. Lesions were painful at the touch without itching. Clinically, a diagnosis of eczema was suspected and a skin biopsy of the left arm was conducted.
Histological examination of hematoxylin & eosin-stained sections showed the presence of diffuse clusters of atypical oval-shaped cells with abundant cytoplasm, eccentric nuclei, ''clock face'' chromatin, and sometimes prominent nucleoli, infiltrating the medium and deep dermis ( Fig. 2 ). Mitotic figures were seen. Neoplastic cells were morphologically similar to mature plasma cells, so a specific immunohistochemical panel was performed: they were diffusely positive for CD79a, CD138, CD56, MUM-1, and EMA, and totally negative for CD20. Immunohistochemical studies ଝ How to cite this article: Broggi G, Martino E, Calafiore V, Caltabiano R. Primary diffuse cutaneous plasmacytoma: when a correct clinico-pathologic approach is mandatory for the patient's health. An Bras Dermatol. 2019;94:767---9. ଝଝ Study conducted at the Azienda Ospedaliero-Universitaria Policlinico-Vittorio Emanuele, Catania, Italy. for kappa and lambda light chains revealed a monoclonal expression of immunoglobulin kappa lights chains ( Fig. 3) .
To complete the diagnostic process, a bone marrow biopsy was performed; it was negative for multiple myeloma (MM) localization (less than 10% plasma cells; no clonal restriction). There were no Bence-Jones proteins in the urine. Hemogram and biochemical blood analysis revealed a normal value of hemoglobin and normal serum creatinine and calcium. Serum protein electrophoresis highlighted a lambda light chain spike.
Once the absence of other sites of disease was confirmed, a clinico-pathologic diagnosis of primary diffuse cutaneous plasmacytoma (PDCP) was rendered. Considering the extensive dissemination of the cutaneous involvement, the patient received systemic therapy. It consisted of bortezomib at the dosage of 1.3 mg/m 2 subcutaneously at day 1, 8, 15, and 22, melphalan given orally at the dosage of 14 mg at day 1, 2, 3, and 4, and dexamethasone at the dosage of 20 mg at day 1---2---8---9---15---16---22---23 (regimen). After nine cycles, fluorodeoxyglucose positron emission tomography---computed tomography showed complete disappearance of the skin lesions and absence of the lambda immunoglobulin G spike at the serum protein electrophoresis.
The patient completed therapy without adverse effects and, to date, after one year and eight months of follow-up, no recurrence of disease has been detected.
PDCP is a rare disease 1 that arises primarily in the skin, so it can be considered as a localized cutaneous extramedullary plasmacytoma (EMP) and should not be confused with secondary cutaneous plasmacytoma (SCP) in the context of MM. 2 According to a recent systematic review, only 68 cases of primary cutaneous plasmacytomas (PCPs) have been reported in literature, the majority of which were solitary lesions. 3 PDCP usually arises as purplish-blue cutaneous nodules with a predilection for the face, trunk, and extremities. 1, 2 Histologically, a diffuse or nodular infiltration pattern can be recognized in PCPs and neoplastic cells may show different stages of plasma cells maturation process, from well differentiated to pleomorphic (similar to plasmablasts) features. 4, 5 PCPs with plasmablast-like features are composed of neoplastic cells with higher nuclear/cytoplasmic ratio, finely dispersed chromatin, and more prominent nucleoli. 4 Epidermotropism is usually absent in PCPs. 5 The main prognostic factor is clinical presentation (solitary vs. multiple lesions), 3 but is also important to consider patient's performance status and comorbidities which can impair compliance in the treatment. Tsang et al., in their systematic review, 3 showed that the only clinical variable associated with recurrence free survival (RFS) and overall survival was the number of lesions (solitary vs. multiple); in particular, they observed a large difference in median survival and RFS between patients with solitary lesions and those with multiple lesions. 3 In the latter subset of patients, systemic chemotherapy is necessary due to the high rate of evolution to MM and the poor prognosis. 1 It is crucial to emphasize that neoplastic plasma cells in PCPs can be cytologically indistinguishable from reactive ones in infectious diseases, representing a potential diagnostic pitfall for pathologists, thus immunohistochemical evaluation of mono-or polyclonal expression of immunoglobulin light chains, 4 combined with the absence of an evocative history of infection or causal agent identification, are crucial for a diagnosis of malignancy. 5 MM rarely involves the skin and because of the absence of distinctive histological features, only with clinical and laboratory examinations is it possible distinguish between SCP in MM and PCP. 2 Finally, PCDP is a rare disease that requires a wide multidisciplinary approach, which is strongly recommended to achieve a certain diagnosis of ''true'' PCP, in order to choose the optimal treatment.
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Dear Editor,
Necrobiosis lipoidica (NL) is a rare granulomatous dermatosis of unknown origin, often related to diabetes mellitus (DM). 1, 2 The perforating form of necrobiosis lipoidica (PNL) is even more infrequent, affecting mainly adults between 30 and 60 years, particularly women. The clinical lesion consists of coalescing plaques, of various diameters, in the classical localization of NL. The presence of keratotic ''plugs,'' which leave small depressions in the tissue when removed, is characteristic. 2 Histologically, there is the elimination of the necrobiotic material through the follicular canal, in addition to the ''palisade'' granulomas with collagen necrobiosis. This report details the case of a male patient, 65 years old, who referred to the appearance of papules and plaques initially in the right forearm a year ago, and three months later, in the scapular region and right leg, with pustules, edema, and erythema to proximal third of the right leg, accompanied by discreet pruritus and local discomfort. The patient has arterial hypertension and depressive disorder, and uses losartan, fluoxetine, and diosmin. He is a former smoker, while denying alcoholism and other comorbidities. The dermatological examination showed erythematous, infiltrated, annular-like plaques with ulcerated areas and fibrin on the inside of both legs, the right foot, and right arm (Fig. 1 was negative for leprosy. The culture was negative for Histoplasma capsulatum, Paracoccidioides brasiliensis, and other fungi. The chest X-ray was unaltered, as were the right leg and foot X-ray. Histopathological examination revealed palisade granuloma, consisting of epithelioid histiocytes and multinucleated giant cells, centered by fibrinoid necrosis, with some neutrophils and signs of vascular damage in the dermis (Fig. 2) . In the sample of the left scapular region, there was an area of epidermal perforation that communicated to the granuloma area. The search for fungi and BAAR by histochemical staining of PAS, Grocott and Ziehl-Neelsen and M. tuberculosis by polymerase chain reaction (PCR) were negative. The patient used rifampicin 300 mg 12/12 h and clindamycin 300 mg 12/12 h for ten weeks, presenting partial improvement of the lesions. Therefore, it was decided to start prednisone 20 mg per day, methotrexate 20 mg per week, folic acid 10 mg per week, and moisturizing dressing with calcium alginate and sodium and clobetasol daily. In two months of evolution, he presented little improvement, thus it was decided to initiate injections of adalimumab 40 mg weekly; after five months of evolution, the patient presented significant improvement of the lesions, remaining only with scars (Fig. 3) .
The treatment of NL and PNL is difficult and often frustrating, 2 based on reports of few cases, due to the rarity of the disease. The literature describes a broad therapeutic arsenal, ranging from local treatments such as tacrolimus, in addition to PUVA, photodynamic therapy, and systemic anti-inflammatory drugs and immunomodulators; in this context, TNF-␣ inhibitors show good effectiveness in controlling the formation of granulomas. 1, 2 Adalimumab is a monoclonal antibody that binds to soluble TNF-␣ to prevent its interaction with TNF receptors on cell surfaces, thereby fixing the complement and inducing apoptosis in cells expressing TNF in vitro. 3 
